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[**£3] fflli^wfrt«6ts^*or, a±«n^it 
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h 9 > * # - * - * H#f * c t * #m 1 « mim i * & 5 o> ^ r *i* 

s i * y^? M&m^&ztmm i * & 7 ©v>-r*t* 1 3ncib 

[1***19] "7^-^^#Jn$tLTv^v^ w?^jgt£»jjii-&£ t 
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im&m i o ] m±Mm*KEomm,-?$>2>m *m i *6 9 <D^-rti^ i ^ 

& 1 3 IfiicO * M^<D 73- X#iDpl$^ 0 

1 8 ] «±«J6#CH0ilBfla-e*4«f*« 11*^17 OV»r*t* 

mm 2 1] 73-^7>^f^-^ ua(:WLT ^ 
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[If ^ 2 4 ] ^±*tt^XH0«-C& &fjf^ 1 9 2 3 OV^-ftL^ 



30] 73-^f7>^ / t-^ -mitttmm $ n*: 
[w^K3 1] i*ti«-e^)^if*^2 5**t>3 oou>rtL^i3ifcia« 



[»*^3 2] mw^f- w - - a & , fmm3 112 

im&x 3 3 ] m^«^cHom-c^>^if 3 1 femcD« 0 
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#®2 0 0 3-1 740 10 
[0 0 0 1] 

[0 0 0 2] 
[0 0 0 3] 

[##^mi] 

Shields et al., J Biol Chem. , 277(30), 26733-26740, 2002 

SRW*B§2r# W000/61739^# 
[0 0 0 4] 

[0 0 0 5] 
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#02 0 0 3-1 740 10 



0.,^^ ^ ^ > /inn/jar 'J Vv-jjx V j ? 

To 0 0 61 



[0 0 0 7] 

£ t r 1 ^ , r , 1 
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#112 0 0 3 - 1 7 4 0 1 0 

[ 8 ] * W<**#^^fc* [ 1 [ 7]ov»f *t*o«ft^ 

[9] 7,^^^,,^^^^^^^^ 

[10] a±«^CH0*H^T^ * [ 1 ] * * [ 9 ] © v,-r*L^©«t^ 
[l 1] lillMKllO^wiitiii^^ 



'73 



[14] 7^^^^ f ^^ WSM .^ l5TW ^ s[i 

[is] M^v.t^o ^t^*fc«t+« ti^^r^ 

*^-*^m«fif^ n£k ^ n[11]H[ls]ovi 

* >,t* x^<D 7^ ^#DDlfi#m 
[16] *fflv»r«|fci. 9 > ******** t$lzy*~* h9>x 

[1 7] ^>^Jt«*#"e**[i 6]OV, r ^o*^»^ 
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[20] h9 >^^^^ WL ^^^ 

**f»i- ^ c t tomb* *im<Mmmmm*Mwm. 

[2 3] ^^ 73 -,^^^ BSU ^ n ^ 

[2 6] ^^-^^^©T^T-^IL-CV^^ 
J2 7] ^^07,^^^^^^^ 

12 9] 7,^ ^^^^-^-^^A^W^M^ttTv^^ 

[30] 7a^h7W^ -afiHhwan $ *Lfc«fe 

[3 1] ftMBft<?*ft[2 5]** [3 0]Ov»r#t^o«B, 

[32] MV+VJ^X^xfi-nxK^ 



[33] JTOfHiM/S CHO^HSj r *> £ [ 3 j 



[34] 

[3 5] h j***^^ K*******.-*', y t Lt-? — 
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[3 62 7 a -^^ W -,. 1[fW ._ ;(AM? _ 7;j _^ 5 ^ 
[0 0 0 8] 

tO 0 0 9J 
[0 0 1 0J 

O 

10 0 1 1] 

^-^^w-NeMtiwt,^,;,^ ^^^^ 
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mm2 0 0 3 - 1 7 4 0 1 o 

t**-? ' ' ■ 

[0 0 12] 

= Xfjw*.,^^ -Hi^O«W©JM*B*. mRNA© 

73 ~*^ = - K^if^c^^*,, 

[0 0 13] 

[0 0 14] 

M**, tHtd^, 

reshaped) CMWittJfc. *= UWoWUt*, fcfcittv,***** 
WfaAftm (CDR; complementarity determining region) * t 
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#12003-174010 ^ 

r*i^*sr ^ tl8L , 

•mm, 2394 oo (WH 

A, TWi4 , x „ ^ m ^mm&m^K 96/02576#!g) „ CDR* 

' ESUUV> (Sat0 - «•« .1.. Cancer Res, 1993, 53, 851-856 ) *I 
/^•ir-is-j. ^ KWl e h ; ^W*in vitro -Cflfr^l 

= (IHHWMIH* 93/12227 WO 92/039 

18 » 94/02602, WO 94/25585, WO 96/34096, WO 96/33735« . K 

" 93/ ° 6213 ' " 93/11236 ' » — • » -0143 
> W 95/15388 £ £ -f & CI t jfil? § & 0 

[0 0 15] 

59 x Btlii - ttftWft&vjBifr&kfofcjpft 
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^-v: 11/ 



fc<D®MW%£'X$>oXi> iv> 0 M?L&, mmfrt LTii, FaK F(ab') 2 - Fv 
XJiHil t Ut<7)Fv£^ & 'J > * - £ v > ^ >Fv(scFv) (Hu 

ston, J. S. et al., Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883) 
> Diabody&^W&fk*L.?>o £<0 J: o Kit, Z. fihfofomft 

v-thm^^mm^ ^n^m^^^-^mxLtz^ ^m^m±m 

mx«§&m.Z J tttli£ £V> (®jxJ2\ Co, M. S. et al., J. Immunol. (1994) 152, 
2968-2976 ; Better, M. and Horwitz, A. H. , Methods Enzymol. (1989) 178, 
476-496 ; Pluckthun, A. and Skerra, A., Methods Enzymol. (1989) 178, 497 
-515 ; Lamoyi, E. , Methods Enzymol. (1986) 121, 652-663 ; Rousseaux, J. 
et al.. Methods Enzymol. (1986) 121, 663-669 ; Bird, R. E. and Walker, B 
. W., Trends Biotechnol. (1991) 9, 132-137#HB) 0 Diabodyli, oI^ffiMt 
"T^fti^* 1 ; >*-ftMlf:777^ y h ($Ix.l£\ scFv^) Diab 
odyZM&1rZ>77y*>Y) *2o|§^$^Tr*#'fk$^ ! o^T^^. MIS 
. 2-o<DYLt2^><DW^:^tf (P.Holliger et al., Proc. Natl. Acad. Sci. USA, 90, 
6444-6448 (1993), EP404097-§\ W093/11161-5§\ Johnson et al., Method in E 
nzymology, 203, 88-98, (1991) , Holliger et al., Protein Engineering, 9, 
299-305, (1996), Perisic et al., Structure, 2, 1217-1226, (1994) ■> John e 
t al., Protein Engineering, 12(7), 597-604, (1999k Holliger et al, . Pro 
c.Natl. Acad. Sci. USA. , 90, 6444-6448, (1993). Atwell et al., Mol. Immunol. 
33, 1301-1312, (1996) )o 
[0 0 16] 

t L"C> ^jxfi/>^>j3-jv (peg) mvy&mfrT t m& l 
tz^^m-r^^t i>x~£2> 0 x> fcmzmmm&7tm, immmiu mm 

mmfcm*^mx$>ho z^xo^mmm^^ nh^tz^m^it^m^m 

[0 0 17] 
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^ZT'L ******** ••«=«*Tv.,« iWWW „ 

[0 0 18] 

■•■■♦*»**« * s 

l*0*^^ Ktt»««, t , h a ^, ttll7T ,, 

lo 0 1 9) 

[0 0 2 0] 

r. A K. Borrebaeck. JaMS , ,. u^, Tmmmc 

S. Pubhshed in the United Kingdom by mOBUM PUBLISHERS LTD, 1990^ 
[0 0 2 1] 

" * *te 7 a - * W j n « *i* * ft**-* o 
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[0 0 2 2] 
[0 0 2 3] 



[0 0 2 4] 

^^^^^^ ^c^fflft^uwe^ 

*DNA W # (RNAi) W. 43Wfc ^ tm£ ^ t 
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4**2 0 0 3- 1 7 4 0 1 0 



10 0 2 5] 

• CHO 0. bp. Med. (1995) 108, 945) , COS, SB, ?^n-^ BHK 

(baby hamster kidney) , HeLa, Vero, WilfTy.)*-^^ 
»*«•» (VaUe. et a,., Nature (1981) 291, 358-340) , *^ (1 J^ 
S», Sffl, lhW» 6 ,fCV.*. CH0«i tTtt, « iHf . DHFli 
iWtWLftOMiWiftMB (Proc . Natl . Acad &Ji ^ 
77, 4216-4220) *CH0 K-l (Proc. Nat.. Acad. Sei. USA (1968) 60, 1275) 

«#t;CH0«Ifla* I »S Lv>„ 
[0 0 2 6J 

±R<on*v *>«, x *mk L»*»*njiT* 0 T , 7 3 - * h , >, .< * 

^ H ,^ Dy , w ^ ([)ucie 
■cfcids. Res. 1990, 18(17),p5322), pEF, pCDMS) . aAMUMm***, 
* MitX TBac-to-BAC baculovairus expression systeaj (^BmtSt 

" pBacPAK8) - »**«w^»- («i«d, pHH2) , a*,,** 

MM**,,,- MiHr , pHSK ^ pAdexLcw) ^ „ hD ^^^ 

(«m«, pziPneo) , eea*^^*- rp-^i 

a Expression Kitj H^)oy, tt8) , pNm , ^ ^ 
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^- v : 15/ 



f&5L^*- (Mx.&* pPL608> pKTH50) ^ s Wb*L&^\ ft±mffi,*CMffl 
[0 0 2 7] 

CMBJJ&, C0S». NIH3T3lffl^<7)II?M^TO^^@^ti-^^^{±, 

(Mulliganib, Nature (1979) 277, 108) > MMLV-LTR7 a n^e- ^ EF1 a 7*n 
(Mizushima^, Nucleic Acids Res. (1990) 18, 5322) ^ CMV/n^e- 

m (**~7^>>, G4i8&^) Kiowau^iAi^^fflSttatfe^) *;rt 

fUfS&KS 1 * Lv\> icoJ: 9 fc'** LTfciu ^J£if, pMAM 

s pDR2, pBK-RSV, pBK-CMV, pOPRSV. p0P13& t'tmif h fih Q 
[0 0 2 8] 

n z @ m t -r & m&K i± x 4£m<3>j£&& * l ^chom k * *l £*i*s-r &dhf 

Rit^&^l" (tfHx-tf, pCH0I£^) £2*AU ^ h M/*t-> ( 
MTX) K£*)MffiZit2>7jfe&mft>ti, ttc, Jtfe^^— «ttOim*BW4: 

SV40 m«*l&at-*il^*^#:±^«FOC0S«Hfl&*fflv^rS 
V40O«S^j&fc*#o^*- (pcD&h') -C^JWEftf **ffi^»f <b tt&o % 

3->Kh7>X7x7-if (APH) (TK) 

m^*^>^yyT~^*^*v*'is)\'Y*7y?,7 3L t 7--*z (Ecogpt) ifrfeTN 

v tKn %&»tg&$ (dhf r) itfz^ tr C t § S 0 
[0 0 2 9] 
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[0 0 3 0] 

* iLT> DMEM - KM, RPMI1640, HDHiftimtWiJ. *-o 

^< 4=SSJBJH?» (PCS) *©*»liSS M tj ; ;t 4l , | j U »MWf*L 

[0 0 3 1] 

J t«, *fiT««wBic» fl .» 4t ^, ^ amen* mmm 
aw* ra»0wj c****. r»63*>*a u,^ r9M j ^ 

[0 0 3 2] 
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ra*wtv^ samara*© i , 4^-* 

-*fflv> So *M tt :Bte„., t , >w .,. ISWB||||iti 
K*-*^-f>^*-* B tt r . f fe RU S^-yfo^^-^t 

M»7*3JJ1B,*W«- i^-^,^ aB Mviiw? „ 

«fw >«*^t**.,-x 8 ^ ±a 1995 , Hoganetal . Man . puIa 

ting the Mouse Embryo, Cold Spring Hoarbor Laboratory Press (1944). Joyn 
er, A.L., Gene Targeting, A Practical Approach Series, IRL Press (1993) 

.mm*** mmsmmm m*e&x*,s> ?m ^mmsm m 

±tt 1999 tKEt^Sl^^ftltiiiW^. 9 ^y Tiy ^ 
"-VmXM&tVKmSLO^^^rM^ Cre-losM*ffl„ 

[0 0 3 3 J 
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#S!2 0 0 3- 1 7 4 0 1 0 



[O 0 3 4 J 

Zll?, 3 'T mmz ^ nkm2 ^ °- lxssc - 

ff*L<«60X:, 0.1XSSC , <U«SISO**T**. i WtUw 
f0 0 3 51 
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[0 0 3 6] 

[0 0 3 7] 
[0 0 3 8] 

- 'JWASfi, *fl&i* f 12, 239 (1993), BIO/TECHNOLOGY, 17, 1097 (19 
99), Hum. Mol. Genet., 5, 1083 (1995), m*X*. 13, 255 (1994), Proc. N 
atl. Acad. Sci, U.S.A., 96, 1886 <1999)©|B*fcttoT*r} £ t^i * 

[0 0 3 9] 
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[0 0 4 0] 

*J:v». h7>^*'V>c0vX^A(iNature Gent,, 25, 35, (2000) ^{CfB|^ 
[0 0 4 1] 

$ h WA=F& (RNA interfearenece : RNAi) *m^X i>%i&W<D 73-^ 

RNA(dsRNA) LfcB*^ ^^RNAK?fl W^^lHfl&rtO-RNAW 

** K ***^ gfiKtLr^^</^i^v^ 0 RNAicoif- g* 

^loooaat (~*m<D®^z^ 5 ~iooob P ) -c*^ 0* l < iiio-iooitai < 

10~100bp) $ * fcff S L < ttl5-25** <-** 

*>*frfcli, 15-25bp) «p»C»4L<ttl9-23» (-**0*£fc*i 

, 19~23bp) -T?&& 0 

[0 0 4 2] 

^^^>-^ilRNA(double-strand RNA ; dsRNA)^ *0*fiH^<E«fcGrtW 
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21/ 



WmiZMJ&+&&\,* m*-l*, 21-23b) dsRNA(small interfering RNA ; siRNA) 
*ffiwrfej:i,* 0 -^ilRNAfi, it^«« 0 &£-£T * J: v> U -^IIRNA^ 
?-£f£SJU aim^^ALMl^-e-^ilRNA^M^^^T 

tz i±— u § emw!m ttezziizs*? k&&*se^ ? ? - £*f±#fflj& 

fc#A1-*U;jrj:v>o RNAiftii, Nature, 391, 806, (1998), Proc.Natl.Acsd.Sci. 
USA, 95, 15502 (1998), Nature, 395, 854, (1998), Proc.Natl.Acsd.Sci.USA, 
96, 5049, (1999), Cell, 95, 1017, (1998), Proc.Natl. Acsd. Sci. USA, 96, 1 
451, (1999), Proc.Natl.Acsd.Sci.USA, 95, 13959, (1998), Nature Cell Biol 
., 2, 70, (2000)^cOfB«^^oTlf o :t^f^ 0 RNA i ft K J: *) yx-x h 

[0 0 4 3] 

* * o RD0(Chimeric RNA-DNA ol igonucleot ide) ti, DNAfI tRNAlI^ 

-ae^e*****-*-* -t^r^, mttzmm-tz z *><> 

RD0<7>#fg(± N Science, 273, 1386, (1996), Nature Medicine, 4, 285, (1998) 
, Hepatology, 25, 1462, (1997), Gene Therapy, 5, 1960, (1999), J.Mol.Med 
75, 829, (1997), Proc.Natl. Acsd. Sci. USA, 96, 8774, (1999), Proc.Natl. 
Acsd.Sci.USA, 96, 8768, (1999), Nuc. Acids. Res. , 27, 1323, (1999), Invest 
.Dematol., 111, 1172, (1998), Nature Biotech. , 16, 1343, (1998), Nature 
Biotech., 18, 43, (2000), Nature Biotech. , 18, 555, (2000), J.Mol.Med., 
80, 620, (2002)2$<Dmmfc$£\,*ft%T Z.ttfX*£Z> 0 HiWftt'J^^ 
V** K(TF0)f±, -m%<DY; Aom^^JtS^WttffcJltt-fr-eS^DNAfl!) 

m^-*m<DWh*y*>hx$>i)^ mitimK%\ f >Txa*m§kt*$*o tfoo 
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mmi±s J.Moi.Med., 80, 620, (2002)^fg«Uc^o Tfi^ £ k h 
[0 0 4 4] 

StLT, * * - ^i^or y A 9 > r A 

E ^ (N - eth y 1 -N-nitrosourea)^cO'fb^^r^^^A^^^iiAL 
#*»f * ft* .73-^5^ s ^ < ^ o ^ i; _ 

[0 0 4 5] 

^f7>X^^j|my >7*7"7 h Lfc»»ti, ES»7^-^f7 
>*#-*-*tfE;frft-C«* u RESiWJft^^WAtf, W002/33054-f-^tC|2 

[0 0 4 6] 

»«■ * £ fc K j: » *« £ fc ^ i * . *Mftt*o j; ^ K j. n mm<7) 
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23/ 



»t * -7 a - * tt^ffi^T * *: l o , * fzmmft <o 

[0 0 4 7] 

Lfcft** 9 >^m±, 7^^ 5 ^,f^ -fltfe^jwft* s fix 

[0 0 4 8] 
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^-v: 24/ 



^7* M&Wof^ftiiBEHJ: <ftie,ji3tft#T?abi), ^|fUlt73-x h 7 

iiti &ffc*i- sit j&^rn-c* -6 o 

[0 0 4 9] 

"t?§& (Vicki Glaser, SPECTRUM Biotechnology Applications, 1993) 0 
[0 0 5 0] 

h7>Xyx-^mffflttUv> (Ebert, K.M. et al., Bio/Technolo 
gy (1994) 12, 699-702) 0 
[0 0 5 1] 
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25/ 



s-^yr^y^rs vrjvm^mb, *m&m$tim&. ^*f> s^^^m 

[0 0 5 2] 

vf^77<- > lR3t^ D7)>^7^ -^7>^f (Strategies for Pro 

tein Purification and Characterization: A Laboratory Course Manual. Ed D 
aniel R. Marshak et al., Cold Spring Harbor Laboratory Press, 1996) 0 d 
tlbVfu-i-yy?? <t -{±, $11^7^77^-, #flx.i£HPLC, FPLC^<7) 

[0.0 5 31 

£ J: 0 , &&KmM*tl\z.tz «9 ^K^^^ K d £ & T§ 

[0 0 5 4] 

Sr a - K1~ ^at^Sr * n - - > ^ LTlDtf§-r * ^Ttfe-e* & U >f 

mm^^^¥»**ffl^r^«irgE1!g*S (VHJt) tf)cDNA£#j£U d*i£ 
BrSOtfcflcsfeliSrSgJ* (CSStt) * ^ - Kf &DNAt jg*£1-& £ t K X <9 H&UUi L 
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„ /^an^/f^i/Bv^ft (fflxJf* W098/46777& £0 & tlcig DTfr "5 

^^|^ 0 A^7*'J K-V^>ft«li±, fcfciUf, ^*7M><b<7>7j?£ (KO 

hler, G., and Milstein, C. , Methods Enzymol. 1981, 73, 3-46.) ^tCr^DT 
[0 0 5 5] 

[0 0 5 6] 

(Antibodies A Laboratory Manual. Ed Harlow, David Lane, Cold Spr 
ing Harbor Laboratory, 1988) 0 
[0 0 5 7] 

ft#«)£blKli£'@t£ (Antibodies A Laboratory Manual. Ed Harlow, David La 
ne, Cold Spring Harbor Laboratory, 1988) OiBlJ^H{i<2r*n<7)#^$r^ffii-^> d 
J:**? S So MxJf, ELISA (KK«rMftiSUr«bg&) , EIA (*X*ftM£tt 
) , RIA tfkttft&mfeffi **vM±St^^fc£*JHv>J5£fctf*-eg;& 0 
[0 0 5 8] 

v y 7£ (Anal.Biochem, , 171,73, (1988), £Wfc^Ofci*23-«* >'*?%ffim 
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^->*: 27/ 



[0 0 5 9] 

m * ffiw-r * 4b^# tejrr o^-e* * u - - > ^1- & c t &x § & 0 i~ & *> *> 

«■ U£> , m# 'J ^ 7°^- K £ «*fctm Ott-^flHt fcfcffi"*- £ - £ J: 

[0 0 6 0] 

£<bK, 73-^ h7>X^-^-fc^^t^^Li6. "7 3-;* > 9 

* - <D ~? 3 - x JSft £ Mt&m* m&t &X § & o 
[0 0 6 1] 

1; ^bji 0^1;^ y-f- k i ±&& £ ^ ^ 7* vx$> 

[0 0 6 2] 

y-t&Jj&t LTii, ^^#^^](7)^< co^^fflV^Cl ^^PTtgT^^o ^ 
fc^fc, pSV2neo, pcDNA I, pCD8 & ¥<Dft%kffis=H&&.m<Z>'*& * -£tf At" 
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^-v I 28/ 



LXit SV40 early promoter (Rigby In Williamson (ed. ), Genetic Engineeri 
ng, Vol.3. Academic Press, London, p. 83-141 (1982)), EF-1 a promoter (Ki 
mh Gene 91, p. 217-223 (1990)), CAG promoter (Niwa et al. Gene 10S, p. 19 
3-200 (1991)), RSV LTR promoter (Cull en Methods in Enzymologv 152. p. 684 
-704 (1987), SR a promoter (Takebe et al. Mol. Cell. Biol. 8, p. 466 (19 
88)), CMV immediate early promoter (Seed and Aruffo Proc. Natl. Acad. S 
ci. USAM, p. 3365-3369 (1987)), SV40 late promoter (Gheysen and Fiers 
J. Mol. Appl. Genet. 1, p.385-394 (1982)), Adenovirus late promoter (Kau 
fman et al. Mol. Cell. Biol. 9_, p. 946 (1989)), HSV TK promoter^— fl& 
Ift K1£JBT' £ & "fu ^e- * -X$>til$fiS*m^X t> <£ v* c 
[0 0 6 3] 

Fn-fWys^ (Chu, G. et al. Nucl. Acid Res. 15, 1311-1326 (1987)) 
. 'J>SI*;Vv^A& (Chen, C and Okayama, H. Mol. Cell. Biol. 1, 2745-2 
752 (1987)), DEAEt^-X h ^ y& (Lopata, M. A. et al. Nucl. Acids Res. 1 
2, 5707-5717 (1984); Sussman, D. J. and Milman, G. Mol. Cell. Biol. 4, 1 
642-1643 (1985)), «;#7x^f>ffi (Derijard, B. Cell 2, 1025-1037 (1994 
); Lamb, B. T. et al. Nature Genetics 5_, 22-30 (1993); Rabindran, S. K. 
et al. Science 259, 230-234 (1993))^03ffe&*££^ ^-ffKD^mKX^ 

[0 0 6 4] 

w^&<omhfrtKi:<?x^&*y ?u-i-)vm*<Dmmu\tL (^tfh-^) & 

<D # V ^ 7* K <Dm Z tz tiC* Km Xir 2> £ 1 1;± \) , * ; >? u - i~ 
•T&ZttfX^Z (mmm^ IS, 85-90 (1995) ) c v;i^*n-^>^xf 

^7x7-t\ m&mtfcm&n (gfp) fc^fcoite#y^:^K£$&5i-r££ 
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[0 0 6 5] 

^J£(i\ *''J^fy> (His-tag) , -O^^^^^HA, t: hc-myc. FL 
AG^ Vesicular stomatitis-^ -f ;^tlfif (VSV-GP) , T7 genelOgSjC (T7- 
tag) , t hTO^;^X^-r;vx||geK (HSV-tag) . E-tag (^y^n-^- 

<D^\£h-zf-tt,i£mtLxmmr*£z> mmm^ m, 85-90 d995)) 0 

[0 0 6 6] 

m\z^Mrfh £ t ic j: o xmm-tz -r t & & 0 

[0 0 6 7] 

*«E«^ti, IfJx.^ iJL^^^XIgG *iL#:^&*Ui\ Protein A Sepharos 
e^Protein G Sepharose* m^Xitmmt 2> Z ttfXZ 2> <> tfz, &%:W<D#V 

7"c^f^-C(i, ^V^-^^-Sepharose 4B& f O^ft^Jitf h -7 v l,zSfemt)lZffi 
[0 0 6 8] 



2004-3063887 
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fe&fttt<0-HRW*:frfcfcHov>Tl±, Mx.lt (Harlow.E. and Lane, D. 

: Antibodies, pp. 511-552, Cold Spring Harbor Laboratory publications, Ne 
wYork (1988)) lefO^t^ot, £ fcliiUCTfrxJ* <fc v> 0 
[0 0 6 9] 

mx-immir^ £ £ (±fflilT^^>(7)-r:\ m^[WI^:7C^T^>-i>35s-^ ^ - >^ 
[0 0 7 0] 

olnik, E. Y. et al.,Cell (1991) 65, 83-90) Zm^Xfto -I & 0 ~f 

®£tU>« % fl»(#J;lii\ ffim) £ «9 7t-^^- (Agtll, ZAP 

^7°^ k zmm.ir2> 7°7 - * ft»tc «t o vtm-ttuix v> 0 u ^7°^ 

[0 0 7 1] 
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yj^KvXtA (Fields, S. , and Sternglanz, R. , Trends. Genet. (1994) 1 
0, 286-292, Dal ton S, and Treisman R (1992) Characterization of SAP-1, a 

protein recruited by serum response factor to the c-fos serum response 
element. Cell 68, 597-612, TMATCHMARKER Two-Hybrid SystemJ , rMammalian 

MATCHMAKER Two-Hybrid Assay Kit J , TMATCHMAKER One-Hybrid SystemJ (v^-f 
tii>?u>Ty ? ftWl) , iHybr iZAP Two-Hybrid Vector SystemJ (X h y ? v 

[0 0 7 2] 

%m s -€\ <D^)^-f^-Yb m^-* %> # u ^ ^ f * l t v > £ £ t # 

TS&S J: 0, f£cDNA^n- K1- & *° *; ^ 7^ K*H-5Ci^ia 

o £*l£J: y)*§&W<D*W<7?- FlZ&G-t&tfV*-?^ Y*tz\,±^<Dmtt* 

[0 0 7 3] 

tf, HIS3il^<7)^, Ade2it{£^\ LacZfcfc^ CAT»fc^ A->7i9-*jt 
fSTs PAI-1 (Plasminogen activator inhibitor typel) %tiZfr1$&&if h ft 

[0 0 7 4] 
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[0 0 7 5] 

*^*U SeDNAfc^n-yt LTcDNAv-f V - - > 7*1" & £ <h 

K«fc ^ fg^V^y^- K£rr- Ki" -SDNA^rff^ CI t &X § & 0 
[0 0 7 6] 

t tz , *° V^-ftJ-VKWLb-?, <D # V ^ -ff- K twfe^i- & ffc^tf ( T =f 

- v ^ -ff- f r * x •/ p >r 9 >f y 9 u - & itm £ #f&9i <d # y ^ t 0 ^- k £*& 
^&^£xyy nyftfyrnuMj-tic 

U^'fA^yy h£Jlv>7tX7y-->7*7j& (Wrighton NC; Farrell FX; 

Chang R; Kashyap AK; Barbone FP; Mulcahy LS; Johnson DL; Barrett RW; Jol 
liffe LK; Dower WJ., Small peptides as potent mimetics of the protein ho 
rmone erythropoietin, Science (UNITED STATES) Jul 26 1996, 273 p458-64, 
Verdine GL. , The combinatorial chemistry of nature. Nature (ENGLAND) Nov 

7 1996, 384 pll-13 N Hogan JC Jr. .Directed combinatorial chemistry. Natu 
re (ENGLAND) Nov 7 1996, 384 pl7-9) i>*Mf&%\Z&fy'?1z>2> 0 
[0 0 7 7] 

> *pj| ->WtU'J7;^^A ti£|-t & i £ ri^tg-C & & (M x. tiBlAc 
o^ Pharmacia®) 0 L/i^t, BIAcore^tfVW ^-t £ffiv>& CI t K 
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[0 0 7 8] 

[0 0 7 9] 
[0 0 8 0] 

ibody-dependent cell -mediated cytotoxicity : ADCOrStt. ffi##E£tfefflJ!&KE 
W (complement-dependent cytotoxicity : CDC) F%^f& Z ttf~?:"& & 

o #3fcEfc*5V>T, CDC©ttt{i^m^«fc^>«I^W?Stt*mimb, ADCCfgtt 

t »«n«Hi&o4Djigitftief£yK ^^*wtfi;#7&«ft«p t fciiK -e-^Fc^tcFc y 

[0 0 8 1] 

J: Current protocols in Immunology, Chapt 

er7. Immunologic studies in humans, Editor, John E, Coligan et al., John 
Wiley & Sons, Inc. , (1993)^) 0 
[0 0 8 2] 

jurat:!** or, ^y*??-mm, mmm* mmm^mm^fdo 
(i) ^7x.?*-mm.<Dmm 
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CBA/N-7 *j x ^ ib mmZffim U RPMI1640i£:«l (GIBCOfcfcSSD 4> tSIM^ £ 

(2) W«fj£<7>iM 

Baby Rabbit Complement (CEDARLANEttSO £10% FBS^fit* (GIBCOttfO t'T 

(3) mmmomm 

iliilt (AsPC-l, Capan-2^) £0.2mCi<7)51Cr-sodium chromate (Amers 
ham Pharmacia Biotedrf±®Q t t i> tc> 10% FBS^DMEM^^t^r&CTlBf 

m&m-t&z tizx *)i&mmm.-tz>o m%mmmk, ,«^io% fbs^rpmi 
i64o^^t3hi^l, mm^m^2xioWmnzmmLx, m&jMJ&zmmiir2> 

o 

[0 0 8 3] 

-&V>-?\ ADCCfStt. Xl*CDCmi±<D%m*?T7 o ADCC*£tt^M£<«£-l±> 96 
^^^Ui&yv- h (Beckton DickinsontttD ^ ^^50//l-fo 
Jn£> 7K±KT15^a££-££o t^ik, ^-7i^^-«100^l^Jnx.> R 
-Y >^ra^ * -F*3t?4BtFTO*1-^>o ^Ol^jgteOt £lil0//g/ml b 
■f&o ^*^> 100,u lOJr/tfcHJRU #*>^#^>*-(C0BmiAUT0-GMlA. M 
0DEL D5005, Packard Instrument CowpmyttM)^1frM%i&Zm5£-t2>o m&W 
#fStt(%)(i(A-C)/(B-C)xi00tcj: tyTfcft&Z ttf^Z 2> 0 m&Umz&tf Z>Wc 
#}§14(cpmh B(il% NP-40(^#tt^)^*n^7t^Hi5lt^Si:StfStt(cpm), C 
{±^6tJ«0^^^tfK*2|-OiS:ltvStt(cpm) £tf1"o 
[0 0 8 4] 

— CDCfStt^M^^-S-J^ 96^ i ^Js^l/- h (Becton Dick inson*±$£ 
)K> iM)Si, ^epm^&SO^ lT^JDx^ ?XJi 15^1 -£ 

* * V*--Cjm?&te&»9S£1-*o *Blftl»#iSttliADCCigttoai5fei:R#t= LT 
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[0 0 8 5] 
[0 0 8 6] 

t I> (access ion#AF326199) £ =t 0* ~? <y 7, (access ion#AK050311) GDP-^n- 
^h7>X*-? -cDNAge^iJ fiNCBIr*- ^^—7. J: ^ L fc 0 GENETYX-SV/RC 
•C##fU th^-J^Wny-^E?) ($li) TOffli/^t^'f 
T-ZTifJ >U CH0»^DXB11J: *?RNAfftfcB*y b (TAKARA : catrimox 14 R 
NA isolation kit) Srfflv^Tttffi LfcpolyA+ RNA£#lllKRT-PCR* ? h (T0Y0B0 
I RT-PCR High) KTRT-PCR£*t o tz a #k*l7tK!f>f tepBluescriptSKn^C^^ 

[0 0 8 7] 

CH*fe^iJ2] GDP-^n-* h 7>X^-*-:£:ftcDNA<7>;7^-^^ 
^l^&#!I 1 T^#f>tL7^GDP-7 h 7 >**°- * -gff)t£Randam Prime label 
ing system (Amershamtt) &ffi^T, <*32P dCTPt?^^;V Lfz 0 CH0»ft5fccDNA 
7 "7^ V -tiCHO-Kl^fi^O & <7) (Lambda ZAP-CMV XR Library: Stratagene 
tt) fcteffiU i ;-->^(i*^lcv^ J .r;v^^o7t 0 i-^5b*>^ — & 
^^V-^^^r-ti, \$(D7 T-V*\m<D-?V- hKjzMm (XL-l-Blue MRF 
') Kmm&, V7h7*-t*i:t^ nbtlfz7>7-?*i-4u>m (Hybon 
d NX: Amersham) \,zW-Lfz 0 m±fcmz£ ^T^* 1 ; • ffft^SU ITOt^IU 
±IB7°n-^^fflv^-r/N-f ^-f -if-yg >=HTofc 0 'ftbtifzmik? 

:?n-> §7n->(iAjwi-7 7-y (ExAsist interference-res is 

tant helper phage: Stratagenett) £&K±B'M (XL0LR) HJg$££-t?: N 

< K (pCMV-Script EX) £ LXMHTLL, m^M^tz (^2 HI) 0 -?VXtK h 
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J«1-&£t: hO@e^iJt<7)^|WH4{i85.3%. ^^^CDWMt l±91.5%T*$><otz 0 
[0 0 8 8] 

C^M^!I3) h 9 >**°-?-^V ADNA<7)^ n-^>^ 

5' , 3' m^n jftKDmttm** ~?u - -?\z~tz> § ^ t\ mmm i ti#£gdp- 
x ^^77^-^^(f 3@ )^ ff ^ y LtZo cHoipaa^ 

ryADNA9^7^V- (CHO-Kl^ft^Lambda FIX II Library: Stratagenett) 

nnm2 izmLfzjj&x\ s\ 3' 7'n-7<7)7^vh^^ 

m(XL-l Blue MRAHcS3fe£-£, 100 mL(OSM*^f>7 7-y^[sItL, QIAGE 
N Lambda* y f (QIAGENtt) *ffl^T~7 7 - vDNA&EJlRL^o ISIJIXLtc^t- 

[0 0 8 9] 

C^Jfiifll 4 J CHO-MJ^GDP-? n h 9 ? -yv ADNASe^iJO^; 

3 t, titzcmry a *^&^trDM*#tt«m»*-eifrffc u o. 8% 

9 -cDNAWROfc i ^3' fflHSfM- £ 7"n - y t L/c^nf > r o y r -f > ^tc «fc 

OtfiU QIAquick Gel Extraction Kit (QIAGENtt) £fflv\ $s#*T-a.T;WCL 
fc**oTBJRLfco HUlXLfcDNAiff^rfipBluescriptSK+tc, Rapid DNA ligation 
kit (Rochett)*JBv*TJi8rU ^d»WQH5«#(3|C#j»tt)tc*ALfeo #£>*Ltf: 
*Llfex.±»Bj&> K&EUKU ABI3100 Genetic Analyzert?#p*f«rff o 
fe(*4H). 

[0 0 9 0] 
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mm 

DG44«IJi&5xl05 eel Is &5mLO10%FCS (Moregatett) „ 200 M mol/L Genet icin(Inv 
itrogentt) , 200nmol/L MTX £"a" ^ 7*i IMDM^Hfe (Invitrogentt) KMffl LT "7 r ;V 
^^25cm2^^h;y^v^c 0 2 4 H#M1£fcGDP-fucose transporter 
£-J&siRNA (>b>X$lUAA CCU CUG CCU CM GUA CdTdTS^T >X§IGUA CU 
U GAG GCA GAG GUU AdTdT) (B-Bridgej±) £lipofectamine2000(lnvitrogenj± 
)£fflV>T2~50foiMh7>X7jL*v3>L£o f7^^7x^y 3 >f&4 8 B# 
Wt?#BW&*|HliRLfeo fflffi.fr b$V total RNA isolation system (Promegatt) 
v^-CRNA^fl&mLTRT-PCR^^TaqMan PCR Core reagent kit££fraqMqan Reve 
rse transcription reagents (Applied Biosystemstfc) Srffiv^Tfr V^PRISM7700(Ap 
plied Biosystems?±)&Cj: f)GDP-fucose transporterOH^^^^b Ltz Q 

mRNAU^;ve(iGDP-fucose transporterit^SliiW^IJ £ tiX^tz 0 
[0 0 9 1 ] 

F^GDP-fucose transporteritfs^-f&iiS: 100^: Lfzmm%Ml?$>2> 0 
[0 0 9 2] 
[fP^O^M] 

1- & c t [z x *) mmmmmmm^ £ ti, * i> o /^^n ^ t -or 

[0 0 9 3] 
[SB^iJ^] 

SEQUENCE LISTING 
<110> CHUGAI PHARMACEUTICAL CO. , LTD. 



mgE# 2004-3063887 



#S 2003-174010 



^-v: 38/ 



<120> A method for producing antibody by using cells in which the functi 
on of fucose transporter is inhibited 

<130> P03-0333 

<140> 
<141> 

<160> 4 

<170> Patentln Ver. 2. 1 

<210> 1 
<211> 1059 
<212> DNA 

<213> Cricetulus griseus 
<400> 1 

atggcgctga ctggaggctc cactgcctct gaggaggcag atgaagacag caggaacaag 60 
ccgtttctgc tgcgggcgct gcagatcgcg ctggtcgtct ctctctactg ggtcacctcc 120 
atctccatgg tattcctcaa caagtacctg ctggacagcc cctccctgca gctggatacc 180 
cctatcttcg tcactttcta ccaatgcctg gtgacctctc tgctgtgcaa gggcctcagc 240 
actctggcca cctgctgccc tggcaccgtt gacttcccca ccctgaacct ggaccttaag 300 
gtggcccgca gcgtgctgcc actgtcggta gtcttcattg gcatgataag tttcaataac 360 
ctctgcctca agtacgtagg ggtggccttc tacaacgtgg ggcgctcgct caccaccgtg 420 
ttcaatgtgc ttctgtccta cctgctgctc aaacagacca cttccttcta tgccctgctc 480 
acatgtggca tcatcattgg tggtttctgg ctgggtatag accaagaggg agctgagggc 540 
accctgtccc tcataggcac catcttcggg gtgctggcca gcctctgcgt ctccctcaat 600 
gccatctata ccaagaaggt gctcccagca gtggacaaca gcatctggcg cctaaccttc 660 
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tataacaatg tcaatgcctg tgtgctcttc 
cgtgccctcc ttgactttgc tcatctgtac 
ggtggcctct tcggctttgc cattggctat 
cccctgaccc acaatgtatc aggcacagcc 
ctctactatg aagagactaa gagcttcctg 
ggctcctcag cctatacctg ggtcaggggc 
agctccaaag agggtgagaa gagtgctatt 



ttgcccctga tggttctgct gggtgagctc 720 
agtgcccact tctggctcat gatgacgctg 780 
gtgacaggac tgcagatcaa attcaccagt 840 
aaggcctgtg cgcagacagt gctggccgtg 900 
tggtggacaa gcaacctgat ggtgctgggt 960 
tgggagatgc agaagaccca agaggacccc 1020 
ggggtgtga 1059 



<210> 2 
<211> 352 
<212> PRT 

<213> Cricetulus griseus 
<400> 2 

Met Ala Leu Thr Gly Gly Ser Thr Ala Ser Glu Glu Ala Asp Glu Asp 
15 10 15 

Ser Arg Asn Lys Pro Phe Leu Leu Arg Ala Leu Gin He Ala Leu Val 
20 25 30 

Val Ser Leu Tyr Trp Val Thr Ser He Ser Met Val Phe Leu Asn Lys 
35 40 45 

Tyr Leu Leu Asp Ser Pro Ser Leu Gin Leu Asp Thr Pro He Phe Val 
50 55 60 

Thr Phe Tyr Gin Cys Leu Val Thr Ser Leu Leu Cys Lys Gly Leu Ser 
65 70 75 80 
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Thr Leu Ala Thr Cys Cys Pro Gly Thr Val Asp Phe Pro Thr Leu Asn 
85 90 95 

Leu Asp Leu Lys Val Ala Arg Ser Val Leu Pro Leu Ser Val Val Phe 
100 105 110 

He Gly Met He Ser Phe Asn Asn Leu Cys Leu Lys Tyr Val Gly Val 
115 120 125 

Ala Phe Tyr Asn Val Gly Arg Ser Leu Thr Thr Val Phe Asn Val Leu 
130 135 140 

Leu Ser Tyr Leu Leu Leu Lys Gin Thr Thr Ser Phe Tyr Ala Leu Leu 
145 150 155 160 

Thr Cys Gly He He He Gly Gly Phe Trp Leu Gly He Asp Gin Glu 
165 170 175 

Gly Ala Glu Gly Thr Leu Ser Leu He Gly Thr He Phe Gly Val Leu 
180 185 190 

Ala Ser Leu Cys Val Ser Leu Asn Ala He Tyr Thr Lys Lys Val Leu 
195 200 205 

Pro Ala Val Asp Asn Ser He Trp Arg Leu Thr Phe Tyr Asn Asn Val 
210 215 220 

Asn Ala Cys Val Leu Phe Leu Pro Leu Met Val Leu Leu Gly Glu Leu 
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225 230 235 240 

Arg Ala Leu Leu Asp Phe Ala His Leu Tyr Ser Ala His Phe Trp Leu 
245 250 255 

Met Met Thr Leu Gly Gly Leu Phe Gly Phe Ala He Gly Tyr Val Thr 
260 265 270 

Gly Leu Gin He Lys Phe Thr Ser Pro Leu Thr His Asn Val Ser Gly 
275 280 285 

Thr Ala Lys Ala Cys Ala Gin Thr Val Leu Ala Val Leu Tyr Tyr Glu 
290 295 300 

Glu Thr Lys Ser Phe Leu Trp Trp Thr Ser Asn Leu Met Val Leu Gly 
305 310 315 320 

Gly Ser Ser Ala Tyr Thr Trp Val Arg Gly Trp Glu Met Gin Lys Thr 
325 330 335 

Gin Glu Asp Pro Ser Ser Lys Glu Gly Glu Lys Ser Ala He Gly Val 
340 345 350 



<210> 3 
<211> 22 
<212> RNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Synthetic RNA 
<400> 3 

uaaccucugc cucaaguaca gc 22 



<210> 4 
<211> 19 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic RNA 
<400> 4 

guacuugagg cagagguua 19 

10 0 9 4] 
I2?!l#-t 3 & X V 4 : ^J&RNA 

mi) 

Wfr kCHOfi^OGDP? 3-^F7>^^-^ -cDNAJPtfi 7^*6 Kfif > Ltz y° 

? n - - > y \,z x *) % h titzcmmmm&<DGd?- ? n - * b ^ > * *° - ^ cDN 
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[HI 3] 
[HI 4] 

chosi^gdp 73-^i-7^#^ -mttw$\\ * m-tm V h & o 

[05] 
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